
CONCLUSIONS: This data showed statistically significant difference in 6 month and
one year post treatment outcomes of kidney grafts treated with PE-IVIG-RTX plus
bortezomib for cAMR diagnosis, with remarkable improvements in microvascular
inflammation in post therapy protocol biopsies. Further studies, involving more
patients, are required to establish benefits of this management in long-term results of
cAMR.
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INTRODUCTION: Sodium/Glucose Cotransporter 2 inhibitor(SGLT2i) is a recently
introduced class of antidiabetic drugs with renoprotective effect. Several randomized
controlled studies showed that SGLT2i delayed the progression of diabetic
nephropathy mainly by reduction of intraglomerular pressure. Although SGLT2i may
also benefit kidney transplant (KT) patients and may improve long-term graft
outcome, there are concerns with the use of this dug in KT patients, of the adverse
effect of SGLT2i such as urinary tract infection and acute graft dysfunction. No clinical
data of the use of this drug in KT patients has been published.

METHODS: Forty-two diabetic KT patients were treated with dapagliflozin and followed
more than 1 year. Three patients had type 1 DM and 14 had NODAT. Eighteen patients
were on insulin. Baseline serum creatinine was 1.360.4(0.6~2.4)mg/dl.

RESULTS: Baseline HbA1c was 7.561.1%, which decreased significantly at
6(7.161.0%, p=0.011) and 12(6.960.8%) months. Body weight decreased significantly
from 69.6612.5 to 68.0614.0kg(p=0.000). Six patients could stop insulin and another
8 patients could reduce�20% dose of insulin. eGFR did not change significantly
(60.3617.0ml/min at baseline and 59.3614.5 at 12 months). Office blood pressure also
was not changed significantly but 14 of 39 patients on antihypertensive medication had
a decrease in number and/or dose of anti-hypertensive drugs. No significant change in
urine albumin-creatinine ratio was observed at 12 months. Eight patients stopped
dapagliflozin due to acute cystitis in 3, weight loss in 2 and patient’s preference in 3

CONCLUSIONS: SGLT2i is effective in reducing hyperglycemia in KT patients, and
adverse reactions were manageable. Long-term renoprotective benefit in these patients
is worth to be investigated by further studies.
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INTRODUCTION: Mammalian target of rapamycin (mTOR) inhibitors are
considered an alternative immunosuppressive treatment that can prevent the
nephrotoxicity that is associated with calcineurin inhibitor-based immunosuppressive
regimens. some studies have shown that proteinuria more than 800 mg per day and
glomerular filtration rate (GFR) less than 40 ml/min are the most important relative
contraindications for mTOR inhibitors prescription. There is no pathophysiologic
reason to put aside mTOR inhibitors in more advanced stages of chronic allograft
nephropathy(CAN). To clarify the safety of conversion to mTOR inhibitors in more
advanced stages of CAN we conduct a randomized clinical trial.

METHODS: Among 1911 renal transplant recipients which was performed from May
1989 to May 2016, patients (pts) with CAN included to the study. CAN was defined by
pathology results and rule out of other causes of renal dysfunction and GFR less than 60
ml/min . pts with recent acute rejection, chronic Ab mediated rejection, active viral
infection, malignancy, advanced cardiac, liver and respiratory diseases, obstructive
uropathy and non adherence were excluded from the study. After exclusion there were
211 pts with CAN. Among CAN pts 112 pts have GFR less than 40 ml/min. these pts
were assigned in two group randomly. Group 1 continued their immunosuppression
which consists of mycophenolate mofetil/myfortic, Cyclosporin A/Tacrolimus and
prednisolone. Group B which recieved Sirolimus 2 mg daily instead of CyclosporinA/
tacroloimus. ALL pts followed for one year. allograft function and pts morbidity and
mortality were monitored every two months. results were recorded in clinic sheets and
were analyzed using SPss version 22.

RESULTS: G1 consist of 53 and G2 59 pts. There were no differences in two group in
respect to sex (M/F was 0.89 and 0.84 in G1 and G2 respectively), and age ( mean age
was 41 6 9.5 and 43 6 8.23 in G1 and G2 respectively). there were no differences in
admission rate for medical reasons (0.43 and 0.39 admission per pts per year in G1 and
G2 respectively p=0.23). There was no differences between two group in respect to
cardiovascular events (0.23 and 0.27 events per pts per year in G1 and G2 respectively
p=0.31). The average trough level of SRL was 7.38 6 3.74 ng/mL at 12 months. At 12
months, the incidence of acute rejection was not higher in G2 (14 vs. 11.8 %, p = 0.21)
and renal function was superior in patients converted to SRL (32.3 vs. 23.4 mL/min/
1.73 m2, p = 0.019) compared to those maintained on CsA/TAC. there were no

significant differences in pts survival (one death in each group) Graft loss was higher in
G1( 4 versus 1 at 12 months p= 0.014). there were no significant differences in respect
to liver, respiratory, GI, hematologic and infectious complications. pts in G2 group had
lower BP and uric acid levels.

CONCLUSIONS: Conversion to mTOR inhibitors in more advanced stages of CAN is
safe and has beneficial effect on renal allograft function with no more side effect.
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INTRODUCTION: Kaposi Sarcoma (KS) is one of the most common cancer occurring
in kidney transplant recipients (KTR). Clinical evidences suggest that in KTR affected
by KS switching the immune suppressive regimen from calcineurin inhibitors to
mTOR inhibitors, as Rapamycin (R), resulted in regression of KS lesions. Starting from
our in vitro evidences demonstrating that in proximal tubular renal cells, R exposure
induced autophagy through the transactivation of the p75NTR promoter, in this study
we have investigated whether the anti-tumor effects promoted by R in KS cells,
expressing high basal levels of p75NTR , could occur through the autophagic process
p75NTR -mediated.

METHODS: Kaposi Sarcoma cells, MTT assay, Cell-cycle analysis, western blotting
(WB), Real-time RT-PCR, DNA laddering, RNA interference, Transfection assay.

RESULTS: Firstly, we tested the effects of increasing concentrations of R (0.1-150 ng/
ml) on KS cells viability for 48h. Our results revealed that R (40ng/ml) significantly
decreases KS cells viability. To clarify if the reduction of cells growth was associated
with apoptotic events, in the same experimental conditions, we evaluated the
fragmentation of DNA and the expression levels of main pro-apoptotic markers
(caspasi 3, PARP, p53). We observed that R did not induce changes in pro-apoptotic
markers levels or in the inter-nucleosome fragmentation profile of genomic DNA.
These data well fit with cell-cycle analysis showing a not significant percentage of
apoptotic cells. Analysis of protein content demonstrated that the growth inhibition of
KS cells was due to activation of autophagic process. Indeed, we observed that R
signicantly upregulated the autophagic marker BECN1 and enhanced the conversion of
LC3-I to its PE-conjugated form LC3-II. Moreover, the activated autophagic flux was
confirmed by a decrease of SQSTM1 protein expression. Concomitantly, we observed a
strong increase of gene and protein expression of p75NTR. Interestingly, the above
mentioned R effects, were reversed in KS cells knocked-down for p75NTR, highlighting
that p75NTR, R-induced, triggered the autophagic process. Functional studies revealed
that R transactivates p75NTR gene promoter. To identify the transcription factor
responsible of p75NTR promoter transactivation R-induced, KS cells were transiently
transfected with a luciferase reporter plasmid containing the wild-type p75NTR
promoter region and its deletion constructs, and then treated for 18 h with R.
Luciferase activity measurements showed that the transactivation of the p75NTR
promoter, R-induced, was still maintained using all deletion constructs. Results
obtained by WB analysis showed that EGR1 transcription factor, whose consensus site
binding is contained in shorter deletion construct, could be responsible for the R-
mediated transactivation of the p75NTR promoter.

CONCLUSIONS: n the current study we demonstrated, for the first time, that in KS
cells, R exerts antitumor effects through the activation of autophagy via p75NTR,
suggesting that p75NTR could play an essential role in anti-cancer properties of R.
Further in vitro and in vivo studies will be performed to confirm the role of p75NTR as
molecular marker in KS therapy.
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INTRODUCTION: Low adherence to chronic immunosuppressive (IS) drugs has been
recognized as a major cause of premature graft loss. Although erratic trough blood IS
levels may identify patients with low compliance, this approach does not allow an
accurate assessment of IS adherence in the long run. Unfortunately, useful methods to
improve medication adherence are scarce and not easy to implement. We developed a
novel m-Health-based technology (TrackyourmedVR ), in which an accurate tracking of
medication intakes through a novel QR code scan system is recorded in a backoffice for
its ulterior evaluation.
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